It should be emphasised:
(1) that tonoscillography after exercise indicates only the upper limit of an arterial occlusion.
(2) that the information regarding the site of the obstruction refers to the majority of cases; exceptions may occur.
(3) we have found no case of intermittent claudication in which an inverse response was not obtained. As regards the last it is interesting to note that inverse reactions after exercise are found in the legs of patients with severe anmmia and coarctation of the aorta; after such conditions are corrected the response on tonoscillography after exercise returns to normal.
CLINICAL TEST To carry out this the dorsalis pedis and posterior tibial pulses are palpated after a period of rest .and their position marked with a skin pencil. The patient then takes exercise as is described above. In the great majority of patients with arterial obstruction the pulses will be impalpable after exercise, or they will have become grossly diminished. This lasts for i-3 minutes. The clinical test is naturally not as sensitive as the instrumental method but is sufficiently so for the large majority of cases.
Although Andre-Thomas and Levy-Valensi described this clinical phenomenon in the French literature in 1918 its value has not been generally appreciated.
In conclusion, this test, the examination of the pulses before and after exercise is another example of how instrumental methods may be used to enable the physician to learn more from the purely clinical examination of a natient.
The Problem of Therapy with Fibrinolytic Substances [Abstract] By A. P. FLETCHER, M.D., M.R.C.P.
The Wright-Fleming Institute of Microbiology and St. Mary's Hospital A NUMBER of interesting problems are raised by the use of the plasminogen plasmin system and its activator streptokinase in the therapy of human disease. Streptokinase is an extracellular metabolic -.product of hemolytic streptococci which is now available commercially in a state of considerable potency.
Numerous enthusiastic clinical reports have been published concerning the use of streptokinase in the removal of deleterious exudate or fibrin from the pleural space, cerebrospinal spaces, and super-'zial areas of ulceration due to trauma or infection.
The advantage of being able to remove such fibrinots exudate is of coUrse considerable, but it is now apparent that this is at times more difficult than earlier reports would lead one to believe. There is a serious lack of information concerning optimal dosage and the likely results of such enzyme therapy, ,-when applied to the different systems of the body. Dosage has hitherto been on an empirical basis and has had to be judged on individual clinical response. The word fibrinolysin is not employed since previously it has been used to indicate both the bacterial activator of the system (streptokinase) and the active enzyme (plasmin).
The work of Milestone (1941) and later Christensen and MacLeod (1945) has shown conclusively that streptokinase has no fibrinolytic properties and requires a serum factor for its substrate, this is niamed plasminogen and behaves chemically as a euglobulin. On treatment with streptokinase or other activator, plasminogen acquires fibrinolytic properties and is named plasmin.
Commercial streptokinase preparations contain, to a greater or lesser extent, streptococcal desoxyribonuclease or streptodornase and this component is of considerable therapeutic importance but plays no part in fibrinolysis.
Therapy with streptokinase-activated plasminogen is affected firstly by the presence of antibodies to streptokinase and secondly by the presence of plasmin inhibitors. Antibodies with the power toneutralize streptokinase may exist in serum and are increased following the injection of streptokinase or after hlemolytic streptococcal infection. Powerful inhibitors of plasmin exist in normal and pathological body fluids.
The laboratory control of fibrinolytic therapy using this system presents a number of difficulties. Methods for the assay of enzyme precursor, active enzyme, antiplasmin, and antistreptokinase antibodies have to be developed, and the results of these assays interpreted against the background of the rather complex interaction of this system. Final proof as to the accuracy of these calculations must be provided by the demonstration of free fibrinolytic enzyme in vivo.
Data illustrating these points, particularly with regard to the therapy of tuberculous meningitis; was shown, and attention was drawn to the possibility inherent in the use of purified plasminogen and n1mamin as theraneutic agents. Royal South Hants Hospital CRANIAL arteritis is still regarded as uncommon. The fact, however, that in no more than eight years I have had the opportunity of studying some 30 examples of this condition, leads me to suspect that the supposed rarity of the disease is due rather to a lack of appreciation of the picture which it presents, than to any lack of material. When I first met the illness in 1945, the world literature contained references to only 20 cases, and of these, only 6 were British.
With the increasing interest in diseases affecting the elderly, it seems certain that many examples of the condition will be met, and unless a clear picture is available to the physician, almost certainly the illness will continue to be overlooked.
The history of this disease is of some interest. Horton, Maygath and Brown (1934) , reported a condition in which an arteritis involving especially the temporal vessels, appeared to affect elderly patients. Two years previously the same authors had referred briefly to these cases, in the Proceedings ofStaff Meetings of the Mayo Clinic (1932) .
There is no doubt that to these men we owe the interest which has subsequently developed in thedisease. It is true, however, that Schmidt in &communication on Intra-cranial Aneurysms, published in Brain in 1930, refers to a man, who from the description clearly suffered from this disease. Still more interesting is the reference in a paper by Jonathan Hutchinson, written in 1889 on peripheral vascular disease, to a man seen by the writer some years previously. The precisely worded description of this old man's illness can hardly be improved upon now, and would serve as an excellent clinical account of the disease.
In 1938 Jennings wrote the first account of temporal arteritis in the British literature. Ten years later (1948) in a second important paper, he gave us his further experience of the disease. Since Jennings' first paper, a number of communications have appeared, giving excellent accounts of the clinical and pathological features, perhaps the most imp-ortant of these in this country being papers by Cooke and his colleagues in Birmingham (1946 ), Gilmour (1941 ), and Harrison (1948 .
That it can be easily mistaken at autopsy is suggested by a paper in 1935 by Barnard, who described what histologically appeared to represent an example of tuberculous arteritis, in a woman who died, of an illness clinically indistinguishable from cranial arteritis.
The illness is almost certainly confined to the latter part of life and relatively few cases have been described before the age of 60. It probably affects men as often as women though thus far a tendency to predominate in women has been suggested. The disease, though severe and liable to prodce impressive disability, is self-limited and there is no doubt that its natural history tends towards recovery. It is a long illness often extending over a year or eighteen months. Its greatest thrpat to life is seen in those cases where serious mental deterioration develops, cases spoken of by Ciikea-a& encephalopathic in type. In the majority of cases where recovery eventuates, it presents a constant threat to vision, and at any time in its course total blindness in one or both eyes may result from involvement of the vessels supplying the optic nerve. On the whole, however, where sight is involved, this complication tends to appear relatively early in the illness.
A typical example of the disease presents a very striking and I believe characteristic picture, offering little diagnostic difficulty to anyone aware of the condition.
